Background: In the healthcare sector, it is crucial to identify sustainable strategies in order to allow the introduction and use of innovative technologies. Now, and over the next few years, the expiry of patents for different antiretroviral drugs offers an opportunity to increase the efficiency of resources allocation. The aim of the present study was to assess the impact, on the budget of the Italian National Healthcare Service, of generic antiretroviral drugs and of new antiretroviral drugs entering the market from 2015 to 2019. Methods: A budget impact model was developed in order to forecast the rate of use of ARTs, based on trends observed within the Lombardy Region (Italy), on clinical experts' opinion, and the consequent impact on the Italian NHS budget in a five year time horizon. Different scenarios were developed, considering the sole introduction of generic drugs, of new drugs, and their cumulative effects. A multivariate sensitivity analysis was also performed. The sensitivity analysis showed annual mean savings for the Italian NHS ranging from 12.6 million €, -1.5 % compared to the base case scenario (decreasing all the rates of transition used in the simulation, and increasing the cost of generic drugs) to 76.0 million €, -9.1 % (increasing all the rates of transition used in the simulation, and decreasing the cost of generic and new drugs). Conclusions: The use of antiretroviral generic drugs may lead to savings that would compensate the expenditure increase due to new, innovative drugs available on the market.
Background
Since 2005, the availability of new antiretroviral drugs which offer high efficacy and acceptability and less toxicity, has led to a decrease of HIV related deaths worldwide [1, 2] , compared with the pre Highly Active Antiretroviral Therapy (HAART) era. As a result of advances in treatment, HIV infection is now considered as a chronic disease [3] : patients have to follow Antiretroviral Therapies (ARTs) for several years, thus increasing the relevance of compliance, and exposing them to long-term adverse events.
Although progress has been substantial, uncertainties persist concerning the best way to manage HIV disease [4] .
Health-care decision making and management of medical technologies and drugs is crucial in the healthcare sector, since innovative technologies often lead to an increase of costs [5] [6] [7] . This is the case with antiretroviral drugs, which are often more effective and more expensive (although in some cases the increased cost of drugs is compensated by a reduction of adverse events and, therefore of inpatient and outpatient activities for healthcare services). Sullivan and colleagues [8] showed how HIV, in terms of cost per person, was the third most expensive disease in France in 2005, with a cost per person of 11,900 €, above the 7,000 € mean expense for all diseases. In Italy, Magoni and colleagues [9] analysed the per capita cost in 2007 for the Healthcare Service of Lombardy Region of patients referring to a Local Health Authority with more than 1.1 million inhabitants. HIV infection was found to be the third most expensive chronic disease, considering direct medical costs (inpatient, outpatient activities and drugs) and the most expensive considering drugs alone.
Two further Italian studies conducted within the 1st and 2nd Infectious Diseases wards at Luigi Sacco Hospital, based in Milan, among 653 and 483 patients respectively, showed a constant yearly increase in the mean HAART costs in periods 2004 − 2007 and 2007 − 2009 [10, 11] .
In such a scenario, the current economic recession has led some European and North American governments to adopt austerity policies, during a period in which countercyclical investments would be needed [12, 13] and concerns over the sustainability of health care expenditures have been raised.
To face this challenging situation an increase in the efficiency of resources allocation is needed, identifying cost saving strategies that ensure the efficacy of treatments.
Different approaches have been used among European countries, shifting expensive drugs to second line treatments, as within the French guidelines for antiretroviral treatments [14] , shifting patients to less drugs regimen, encouraging cost-effectiveness criteria and promoting the use of generic drugs. Considering this strategy, over the next few years different patents for antiretroviral drugs will expire, thus allowing generic drugs to enter the market, with the positive effects of lowering the cost of treatments.
The aim of the present study was to assess the impact on budget of the Italian National Healthcare Service (INHS) of new generic antiretroviral drugs and of new antiretroviral drugs entering the market between 2015 and 2019. The budget impact of these two categories of antiretroviral treatments was investigated (both separately and in a cumulative way), in order to inquire if the savings due to the use of generic drugs could balance the increased cost of antiretroviral treatment resulting from the use of the new antiretroviral drugs.
Methods
In order to assess the potential impact of generic drugs and new antiretroviral drugs on the budget of the INHS, a model was developed to forecast the rate of use of ARTs.
The trends in the rate of consumption of HIV antiretroviral drugs observed by the Lombardy Region HIV/AIDS group of technical experts between 2010 and 2012 were considered to forecast the use of ARTs in a five year time horizon, [15] from 2015 to 2019, based on clinical experts opinion. Input from experts were based on the direct clinical experience of clinicians referring to the Infectious Disease Department of two Hospital Authorities within the previously mentioned region.
The model structure considers cycles of six months. In order to forecast the use of each ART, the rate of consumption estimated in each semester was multiplied by the number of HIV infected subjects on ART, calculated considering the data provided by the Italian National Institute of Health [16] .
A base case scenario was created, estimating the trends of consumption of the brand and generic antiretroviral drugs already being used in 2015. A comparative scenario was developed estimating the consumption of ART following the introduction of new brand drugs and of generic drugs: DTG, ABC/3TC/DTG, TAF/FTC/EVG/COBI, TAF/ FTC/RPV, TAF/FTC, generic ABC, generic LPV, generic NVP, generic TDF/FTC/EFV, generic DRV, generic ATV. The estimated effects of each new drug on the rate of consumption of other drugs are reported in Table 1 .
Regional clinical pathways in Italy suggest the use of single tablet regimens, where possible. Therefore, in the definition of the therapy switch strategies, the availability of multiple generic pills had a limited effect on the rate of use of co-formulated tablet, to preserve the compliance of the patients.
The analysis was also performed considering the impact of the two categories of new therapies (new drugs and generic drugs) alone. The semester in which each generic drug entered the model was the same as that of the expiration date of the drug complementary protection certificate. In year 1 (2015) patients were allocated within the therapies considered in the model, as estimated through the rate of drugs consumption observed. The "other therapies" category included all the patients not receiving any of the therapies considered in the model (Additional file 1).
The cost considered was that of the antiretroviral drugs, referred to 2015 levels, as reported in the HIV/AIDS Clinical Pathway of the Lombardy Region [17] and was undiscounted [15] (presented in Table 2 ). The cost per patient per semester was calculated by multiplying the monthly therapy cost by 5.25, due to the fact that the reprocessing of the data within the Lombardy Region HIV/AIDS group of technical experts showed (due to a lack of complete compliance) a per patient yearly mean consumption of HIV ART daily doses of 10.5 months.
The generic drugs cost was estimated to be 40 % of the branded cost. The three generic antiretroviral drugs available in 2015 in Italy, lead in Lombardy Region to a Table legend text mean reduction compared to the branded drugs price of 63.0 %, as observed within HIV/AIDS clinical pathways [17] [18] [19] , therefore we approximate to 60 % the cost reduction. The cost of new drugs were considered at the same level of their main competitor or adding the cost of each active ingredient. The cost per patient of "other therapies" was calculated by subtracting the cost of the ART considered in the model from the INHS ART expenditures [20] . The result was divided by the number of patients within this category. A sensitivity analysis was also conducted in order to assess the robustness of the results. The parameters changed were the price of generic drugs (20 % of brand drugs price; and 60 % of brand drug price), the price of new drugs (-10 % than the base case scenario price) and the rate of use of generic drugs and of new drugs, as reported in Table 1 . 
Results
The consumption of generic drugs increased each semester, starting from a number of patients receiving at least one generic drug equal to 12,846 in the second semester of 2015, to 16,035 in the second semester of 2016, to 16, 851 in the second semester of 2017, to 34,946 in the second semester of 2018 and to 50,866 in the second semester of 2019. In the last semester of the analysis, the number of The yearly cost of ART to treat the whole population of HIV positive patients for the INHS in the two scenarios (without new and generic drugs, and with new and generic drugs), the cost per capita and the yearly percentage differences are reported in Table 3 .
The Further analyses were performed, isolating the effects of new antiretroviral drugs and of generic drugs on the INHS budget. Considering the previously mentioned categories alone, the differential costs, compared with the base case scenario are reported in Table 4 .
The The yearly total cost of each scenario is presented in Fig. 1 .
The sensitivity analysis results, showed annual mean savings for the INHS ranging from 12.6 million €, -1.5 % compared to the base case scenario (decreasing all the rates of transition used in the simulation, and increasing the cost of generic drugs) to 76.0 million €, -9.1 % (increasing all the rates of transition used in the simulation, and decreasing the cost of generic and new drugs) ( Table 5 ).
Discussion
The actual context of resources constraints has forced national health services to design strategies in order to increase the efficiency of resources allocation and treatment appropriateness. Among the possible strategies to contain costs for the management of HIV positive patients, without affecting the efficacy of therapies, the use of generic drugs is one of the most feasible, since it does not affect the patient pathway in terms of increased outpatients activities. Due to the increase in patient's survival years, a new paradigm for the management of HIV positive patients has been established. The use of effective 
therapies with high genetic barrier increase the future therapeutic options for patients and are, therefore, to be considered as first line therapies. However, new drugs with the aforementioned characteristics have high costs, compared to the therapies already available on the market. The present study shows how the savings due to cost containing strategies (such as the use of generic drugs) would allow investment in more expensive drugs, with possible future savings related to the increased range of therapies to be administered once the first ART leads to a virological failure.
The results show savings related to the use of generic drugs, in the same range of previously published data related to the Italian context [22] (for Lazio Region), while data published concerning the U.K. [23] , estimate further savings, around 20 % in years 2014, 2015 and 2016, and around 70 % in years 2017 and 2018 (even though the price reduction of generic drugs, in the study presented by Hill and colleagues, is higher than the hypothesis made in the present study, and the years considered in the two studies are different).
Finally, although the findings suggest that the use of generic drugs could generate significant cost savings, there were limitations with the present study. The analysis performed focused on ART costs and did not consider hospitalizations, outpatient activities and other drugs, and the likely fewer activities due to the use of new drugs, leading to further savings.
The conservative assumptions of the model were also related to the fact that the analysis was based on a comparative scenario taken from the Lombardy Region, that has been able to control, over the past years, the per capita costs of HIV positive patients through the implementation of a clinical pathway. Therefore, comparing the results of the analysis with such an efficient scenario, may have underestimated the advantages at a National level.
Conclusions
In conclusion, the use of generic antiretroviral drugs within the INHS may lead to savings, compensating for any expenditure increase due to the use of new, 
